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Amendments to the Specification 

Please amend the first full paragraph on page 18, ending on page 19, as follows: 

Unless otherwise stated, sequence identity/similarity values provided herein refer to the 
value obtained using the BLAST 2,0 suite of programs using default parameters. Altschul et a,, 
Nucleic Acids Res. 25:3389-3402 (1997). Software for performing BLAST analyses is publicly 
available, e.g., through the National Center for Biotechnology-Information- n 
fhttp://www,hcbi.nlm.nih.gov/ , ) fworld wide web at hcbi.nlm.nih.gov) . This algorithm involves 
first identifying high scoring sequence pairs (HSPs) by identifying short words of length W in the 
query sequence, which either match or satisfy some positive-valued threshold score T when 
aligned with a word of the same length in a database sequence. T is referred to as the 
neighborhood wotx! score threshold (A)tschul et ah, supra). These initial neighborhood word hits 
act as seeds for initiating searches to find longer HSPs containing them. The word hits are then 
extended in both directions along each sequence for as far as the cumulative alignment score can 
be increased Cumulative scores are calculated using, for nucleotide sequences, the parameters M 
(reward score for a pair of matching residues; always>0) and N (penalty score for mismatching 
residues; always<0). For amino acid sequences, a scoring matrix is used to calculate the 
cumulative score. Extension of the word hits in each direction are halted when: the cumulative 
alignment score falls off by the quantity X from its maximum achieved value; the cumulative 
score goes to zero or below, due to the accumulation of one or more negative-scoring residue 
alignments; or the end of either sequence is reached. The BLAST algorithm parameters W, T, 
and X determine the sensitivity and speed of the alignment The BLASTN program (for 
nucleotide sequences) uses as defaults a word length (W) of 11, an expectation (E) of 10, a cutoff 
of 100, M=5, N=-4, and a comparison of both strands. For amino acid sequences, the BLASTP 
program uses as defaults a word length (W) of 3, an expectation (E) of 10, and the BLOSUM62 
scoring matrix (see Henikoff & Henikoff (1989) Proc, Natl, Acad. Sd. USA 89:10915). 
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Please amend the last paragraph on page 30 and ending on page 31 as follows: 

Comparison of each sequence tag to a nucleotide sequence database can be performed by 
any of several means known to operators skilled in the art, such as BLAST analysis. Methods of 
alignment of sequences for comparison are well-known in the art. Optimal alignment of 
sequences for comparison may be conducted by the local homology algorithm of Smith and 
Waterman, Adv. AppL Math. 2:482 (1981); by the homology alignment algorithm of Needleman 
and Wunsch, J. Mol Biol 48:443 (1970); by the search for similarity method of Pearson and 
Lipman, Proc. Natl. Acad. Set 85:2444 (1988); by computerized implementations of these 
algorithms, including, but not limited to: CLUSTAL in the PC/Gene program by Intelligenetics, 
Mountain View, California; GAP, BESTHT, BLAST, FASTA, and TFASTA in the Wisconsin 
Genetics Software Package, Genetics Computer Group (GCG), 575 Science Dr., Madison, 
Wisconsin, USA; the CLUSTAL program is well described by Higgins and Sharp, Gene 73:237- 
44 (1988); Higgins and Sharp, CABIOS 5:151-3 (1989); Corpet et al., Nucleic Acids Res. 
16:10881-90 (1988); Huang etaU Computer AppL Biosci. 8:155-65 (1992), and Pearson etal, 
Methods Mol. Biol 24:307-31 (1994). The BLAST family of programs which can be used for 
database similarity searches includes: BLASTN for nucleotide query sequences against 
nucleotide database sequences; BLASTX for nucleotide query sequences against protein database 
sequences; BLASTP for protein query sequences against protein database sequences; TBLASTN 
for protein query sequences against nucleotide database sequences; and TBLASTX for nucleotide 
query sequences against nucleotide database sequences. See CURRENT PROTOCOLS IN 
MOLECULAR BIOLOGY, Chapter 19, Ausubel et al, eds., Greene Publishing and Wiley- 
Interscience, New York (1995). Software for performing BLAST analyses is publicly available, 
e.g., through the National Center for Biotechnology-Information 
(http://wwvv,ncbi.nlm.nih.govA rf world wide web at ncbi.nlm.nih.gov). 
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